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97194247. 1 flj gg # =B ^ 3I1/3J5 




X,&0-C(0)-Y-Z; 
X 2 * H; 

X 3 illf H, OH m 0-C(0)-Y-N(CH 3 ) 2 ; g*: 
Y^C-Q&MI; &&. 

Z&g^FCOOH, ^cNR 3 R 3 ', £4>R 3 

2, &Jtt*!l3£fc 1 Jfittttltett, Z^COOH. 



2 



97194247. 1 ft $) ^ 3*2/3% 

9, 1-6 i-iif«wifc^^**ffl^*aftft» 

14> 1-6 i-fr^W^^^IM^ffl^ MHftlltt* 



97194247.1 ^ ft «| m # $ ^3/3^ 



i5> ftstttw* 1-6 i-jpfitttft^waEiwMTjeifMtt 

16, Jp&*JH*i5j?fiEMJSffl, £«t». Jffi££*&£»ii%A£H. 
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97194247. 1 ^ \ft $R %l/35jjr 

mm 

Bradley, L., *fflfll&£^4 I #J&#3F& (SELECTED METHODS IN 
CELLULAR IMMUNOLOGY) , W.H. Freeman and Company, San 
Francisco, % 162—164 (1980) 

Briggs, J.D., Immunol. Lett. 29 (1-2): 89-94 ( 1991 ) 

Hasan,R.#A, Transplantation 54: 408 (1992) 

Kennedy, M.S.^A, Am. J. Med. 78: 978 (1983) 

Keown, P.A., Clin. Transplants 205-223 ( 1991 ) 

Kocienski, P. J., (Protecting Groups) , Georg Thieme Verlag, 

Stuttgart (1994) 

Kupchan, S.M.^A, J. Am. Chem. Soc. 94: 719 ( 1972) 

Kupchan,S.M.3|A, H@^!J3l4, 005, 108 (1977) 

Lipsky,P.E.^A, §13^31 5, 294, 443 (1994) 

Ma,P-C.^A, J. Chin Pharm. Sci. 1 : 12 (1992) 

Misheii, BMxmn, Mm&&¥*&}m&ijm (selected 

METHODS IN CELLULAR IMMUNOLOGY), W.H. Freeman and Co., 
San Francisco, CA (1980) 
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97194247. 1 



• 




m H H2/35£ 



Moms, R.E., Transplant Proc. 23 (6): 2722-2724 (1991) 
Morris, R.E.^A, Transplant Proc. 23(1): 238-240 (1991) 
Mossmann, T., J. of Immunological Methods 65: 55 (1983) 
Murase,N.^A> Transplantation 55: 701 (1993) 



0' Gara, A.ffl Defiance, T., fc^* (LABORA- 



TORY METHODS IN IMMUNOLOGY) , Zola, B..J$M > CRC Press 



Ono SI Lindsey, J. Thor. Cardiovasc. Surg. 57(2): 225-29 ( 1969) 
Piatt, J.LMA, Immunology Today 11(12): 450 (1990) 
Pu,L.^A, ZhongguoYaoliXuebo U: 76 (1990) 
Roberts, J.P.^f A, Ann. Rev. Med. 40: 287 (1990) 
Schumacher, H.R., g|$t, JxlM&^$3l$f (PRIMER ON THE 
RHEUMATIC DISEASES) , H9)&, Arthritis Foundation, Atlanta, GA 
(1988) 

Storb, R.Mm®fofa£mmtoffi&±m¥%l®]%i (Pathophysiology 
and Prevention of Graft-Versus-Host Disease) , &3g£gl#3&M: JfiL^ 
BfeffiJilffi#ft&^L (ADVANCES IN IMMUNOBIOLOGY: BLOOD 
CELL ANTIGENS AND BONE MARROW TRANSPLANTATION) , 
McCullogh, J.^n Sandler, S.GJi^t, Alan R. Liss, Inc., New York, W> 337 



M (1984) 

Storb, R., Blood 66: 698 ( 1985 ) 

Storb, R.^A, N. Engl. J. Med. 314: 729 (1986) 

Thomas, E.DM A, N. Engl. J. Med. 292: 832 (1975) 

Wang, Morris, R.E., Transplantation Proc. 23: 699 ( 1991 ) 

Weiden, P.L.^A. l^ft^^^+^^Ht/JrC^i^ (Graft- 



(1990) 



97194247.1 A «UJ8 U £3/3531 




Versus-Host Disease in Allogeneic Marrow Transplantation) , #H^t§ 
ft)&#f¥ (BIOLOGY OF BONE-MARROW TRANSPLANTATION) , 
Gale, R.P.IP Fox., C.F4ft$t, Academic Press, New York,H 37 M (1980) 
Zheng, J.^A> Zhongguo Yixue Kexueyuan Xuebao 13 : 391 (1991) 
Zheng, J.^ A* Zhongguo Yixue Kexueyuan Xuebao 16 : 24 (1994) 

mm 

^Hftft£t££ftit4fe (Schumacher, 1988) : JriifeE (PWEEft* 
* "DMARD" mm§S> W^JKx 1P1«P AfiKJRnffcQg > ; 

ftttlMlHfe (flUM*. *T»ft3r\ ffiMti&Jft$BB* iflftft 
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97194247.1 ^ mm # ^4/35^ 




^##6trSfilE (Roberts, 1989; Piatt, 1990; Keown, .1991; Wang #1 
Morris, 1991; Hasan, 1992; Murase, 19939) . T&&Jift&fa%Wt±& 

«*«t'fill«H w »«l*#jtiftfi±^|' (GVHD) , &&jfpf# 
9JABPRKRlT#ni^tt (BMT) . GVHD ft-ft#tt#ttflft%«5E 
(Thomas, 1975; Storb, 1984) , i^&gHLAjBI^PHB! 

GVHD, OTI6*H*^»*HLA *S^tt»3t#jRl<*#i|)|III#. 
*SB##J GVHD Jft^JE^ GVHD (Weiden^A, 1980) . 

Sir* ^^^^»±^tt«#^fijs»»«»*fe«&jR#iH 

tf. RTifij4«l*J DNA |D RNA ^*|^f^E^J3feit^fi«I^^^ 
Wi£tWT#E^J£^£^ 

Kennedy, 1983; Storb, 1985; Storb ^A, 1986) . #rW3&iI$t/$frf?ftJ 
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97194247. 1 




•ffi. B&#JtfjTif£&4'&||&fir&* (TripterygiumWilfordii, 
tf'JM Lipsky 1994) *P Zheng 1991; 1994) . 
ttlJ&ftl («P "CREMOPHOREL" ) ttft&Mrt. $B£#$c£f5 



"CREMOPHOREL" ) 5ff&*rttttoH0NMtt 1000: 1 
i&t@#©£j§rtSI^$H4AM (Morris, 1991; Morris ^A, 1991) . 

m m 
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97194247. 1 ^ jft^ j 4? 316/35% 

JiXp x 2 ^x 3 4 , Md>W-^OR l , MJ.x 2 ^nx 3 4 3 Md>W-^H ; 
MS 

R'Ji-C (O) -Y-Z, 

ZjiCOOR 2 s NR 3 R 3 \ J|)c + NR 4 R 4 'R 4 ", R 2 ^PB&T; R 3 ffl R 3 ' 
R 3 *0 R 3 '-^^ 5-7 7H^5f, ll^lttl§C^&£$> flU ftftfit. 

-mum*?. mR%%^%*£&mmmT-ftmftm®M 

ft: R\ OR 5 , NR 5 R\ SR\ NO r CN, C(0)R\ C(0)NR 5 R\ OC(0)R\ 

oc(o)nr 5 r 6 ^^ cm. su mmmi, r 5 ip r'^jmsu 

x, A oh «*±^W or', ffl x 2 ft x 3 «J»->h*a3te«^r 

*+. m&fyfk i6-&mnmmm£.®, at x, ax, a oh 

fX 3 j|H. 

4HE«li#*+. z A cooh $ coor 2 , r 2 ^m^ 

Na + ^c K + o 4«Httft*Jt35r*+. R 2 *«fiE*«fttK. 
ttiftAMM. = Z,*&, (Jg*F£) IlfiK. ftftttft. R 2 
*Na\ = «^%ft«Mt, lY*C,-C 4 jHW. 

ft^- > MWft*Jt^r*+, zJ|nr 3 r 3 \ £*R 3 ftR 3 '&£it!i£H 
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97194247. 1 ^ V mi/35% 
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97194247.1 ia^Jffl # j?l8/35£ 



# • 



*£B; 

X AiBtt3im&tt& (YM-274) $&J?M3&fc (3fc&*nfi4>n) ^1^ 

B 6 ^fBftjf? WSl4& (£'&#&) > tU&ffiff£ffA& (T10, 
fi^tfe) . fi v I(*ii§iJBiiH f[S¥#5& (YM-273, 

£'&ffl) ftff&ffrtmttMMfc (YM-274, J&tffl«| 

&*rtMt$Mft (YM-272) ttaitttll (4»W»*Btt) WW 

(SE, S^E«) ; 5FP 
MSI (YM-272) ftSggft C + IU^Btt) BtXt^WiSftill 
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97194247. 1 



(SE)o 

Zs&, n-TI, n-^S> #Pfg> 2-¥SMS> *WS> 
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97194247. 1 ^ ft 4$ 3|io/355t 



# 




M,E>$n&J, 3WMai&5&& Kupchan #A ( 1972) , Kupchan # A ( 1977) ; 
Lipsky^A (1994) ; Pu^A (I990) ; ftMa^A (1992) , 

(DMAP) ££T, W&Mftm (1) ^^l^H0 2 C(CH 2 ) ra C0 2 H^ 
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97194247.1 {ft Jji 4? »ll/35jS 



(DMAP) #£T, n&Wftffi (1) -^i±*6*J H0 2 C(CH 2 ) m C0 2 H ^ 

w^ik*^ en » i4-j»&i£«r«tt, Jmmmrw (2). ft 

ff&££ (2) ^mi»±nAB DCC nril3l«P7K^^* > 
fc. (l) ^ff«W-»»»&ifi. »£ffltt£Jft*#* 

&®mm&8L&ftmnm 1. 

VAm?£4to. ^4 3 X 2 $3X 3 ^H, X,£-C(0)-Y-Z<IP»S 1 ^ftR 1 ), 

m y Mmmmz&to c-c 6 fimmmm, z & coor 2 , r 2 m& 
en ^mMtiimk RnCo 2 h &mm ca dco 

ftJ (JP DMAP) #£T£$o ^M^#MM^^^I4RTffi 

«ij#£#MStetf 0 &® 2 jff^&ttff 5 &m. en 5 
n, N--¥*-H«Kw ( Rjffi^tt^4fc (3a). 7- 

9 Jfifc. CD 5 3- (N, N-Zl^S^S) RK. 4-rtMHB*T«, 
S-mtmAKKl&J&^^A^W (3b), (3c) A (3d)o 

mm 6-m^fmtoW6&ft#kM> 7 *n s jffi&&mt£ 

«*JUrB2*gtt (3) AMKS^tt. *+, R„,M**«93«i& 
*^+JffRfett y-z Y ft£ttft$«|ft Q-c WW»«H. 
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Z Ji NR¥s!(WR 4 ", R 3 ft H c- 

c 6 ^s, %L'fcmj&&&mfcm, 2-6 >mk*^ - 

#T^ft: R 5 > 0R 5 > NR 5 R 6 , SR S . N0 2 , CN> C(0)R 5 , C(0)NR 5 R 6 , OC(0)R 5 > 
OC(0)NR 5 R 6 (^^^ (H, ft, MHft), R 5 ^R 6 iiMS> ftft 
^i£fft«S; MJ. R 4 > R 4 '^ R 4 ^JM:i:*£<££$lltt C,-C 6 ^ 

z a nr 3 r 3 ', j. r 3 m R*-imim 

m 3 fi^Tffl^ &*rt!8 (4) £**aW»44tJ 
ft<£$m * (4) tt^tt*M>Nm&S. AU*HWBU*lH. ft 

^ (4) 14 ^w^wos 16 &*twigs, n-^Msaw* 

*nB 3 +tt±»#fijffi*ft0f*, (4) i?ft^ttftj9r&*ft 

i6 wHMmffism (5), 

£, (6)0 

mmm® 4 j?r*ftiiJi^raft i6-&stt&*i*M (4) s 14 
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97194247.1 A & $ Hl3/35£ 



B # 



16-J5*. fB«JfWft^» (7) &j@50f&ttmfc (RC0 2 H) 
SJSM 14-SS. (8) « JHr£flfeftP&&(f>l&*fil 

PS, Hj*£Jlr#«tt 14-M (9) c 4H 4 tJB^ttmWfls 

JBtt'frSjB*fc£ , S*Bfcltt, »0 % Kocienski (1994) . — >Nftfc 
WiPII, ^flitHKibfift&mRMt (Kocienski, 1994, 

%mTmwi{i& (tbaf) &3i*»o 

(» 1-3 3ft) (2) OTaff&AIMfttft 

MJftMV&ES^JiftiS^JiniiftMff <*nz,S) £A#*ii*im 

, ff&ffrtntti&MM (**ym-274) d 2 o*, 

I1T»#**W, ft£t6ffllOA0rtt, flirttSMrM^NMR* 
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97194247.1 i— ^ jft Hfl # 3&14/3531 



• ^# 



Mo wsfflfv¥, wm^mmmm (ym-262, wmm> wdmso 

*ftl9lUiLttffi*#& 371CTMW. i**#4W§*JIfeii (TLC) £ 

I^Am^VAm^iKliliRtlllMxiciKV. 

-5 #1+1*1, ft#B*$ftttff£*rtn^Mi (^=0.45) . 15 # 

(Rr=0.60) o M. #45##/5, ff&ff MfiftW 

M^Aft, 1-4, 

AMft^iPT: KXI. YM-262; = (=) 4b, 

YM-273 ; 4Aft, YM-274; W&L- < + ) -MftKJfe, YM~276o 

WTI^irtllMg YM-262) miJ£W;frtfJf£ 

$n£»j 11 Bmm*±&{Mtm&{Mmm il-i 0 ^mimat 

f^fflttttA CO' Gara, 1990) . ffi EL— 1 B 4Ett4ftfjlL««IM (PHA) 
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97194247. 1 ^ ift Hfl ^ H15/35K 



• -# 



& I: IL-li£3& 





IC 50 


#14 


(ng/ml) 


(nmol/ml) 


(ng/ml) 




1.9 


0.0053 


> 12500 


YM-262 


181 


0.393 


> 12500 


YM-273 


462 


0.8 


12000 


YM-274 


181 


0.376 


> 12500 


YM-276 


144 


0.238 


> 12500 



I *mW, 3 g, ff IC 50 <t^;*7 0.005 nmol/ml, 
ftttitmaffrtttttft 45-150^. *D$JM 13 l^MTT^Iim, 



B, *g-£$frE*8lflSlxJ£ (MLR) 

£M-£#E*fflJ?e&J!£ (MLR) (Bradley, 1980; Mishell, 1980) * 
»«*«Wft^»«I«jaiJfi«!lfl!l^ffl. lM#Htt C57BL/6 ftftMl 

»~ u m®%" mm, ^B^mmm^mmm^m^tE 

T-^MJttt Balb/C ft4MttJE^ttJMJfe — "JWWAT *fflflfc&*g 
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97194247.1 ^ ift J8 # J|16/35£ 



^ II: MLR ia$3£ 





IC 50 




(ng/ml) 


(nmol/ml) 


(ng/ml) 




0.9 


0.0025 


13.3 


YM-262 


86 


0.187 


2258 


YM-273 


180 


0.31 


5529 


YM-274 


90 


0.187 


2498 


YM-276 


63 


0.104 


1936 



TOf-tH, ^^h^+W^S^^^IffilL-l^ 

Wic,ott»lt**»^»i*i»tt*tt 40-125 *p*njw*. m 

13) , ^mmtm^m^mim^o 

(Ono^PLindsey, 1969) , K+ft^ttW'CpJKil^raftS 
XMRtt* (5HZ.BE, lOml/kg) > B&ffAtt <T10) , «#Wft*feR 
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97194247. 1 ^ {ft Jfl ^ S&17/35K 



Ad YM-273 *0 YM-274. *&W=A3ft, #*XtJ»fflW 5 ,R3M&. 
£HJ&®5Afn5B. 

5A *m#fcB, 0.1 mg/kg ftiftzMFft YM-273 

tWJWfiW*t*tt*». ^TO#^BtlU^24^, 
#^S5B, 0.0837 mg/kg ftJ-lTMFffJ YM-274 (fi'bffl) WW 
fflgHtfl* 10 ^. M 0.33 mg/kg ^JM (&frH> WWfffilWn^tt 
^50^. 

B 6 tt&7iWfil*tt±& YM-273 ft YM-274 i^ftjf; (Jf ft ) 

ff&*rtn (T-io) tofusmmm. *im&, ^mmmmm 

±m YM-273 (Hit) JgffflttWffSllltW*^*^^^^ 
j$, BffJ.^R«mftr^4fe YM-274 («&) Bt*«JE# (50 ±7^) . 

jo* m «mmt&, ff£*Att*ttMHE 15 
%mm>£-n Mm&mm 15 mm***. j%m&m&mmmmYM 

-262) MtWttttBDFl *4W*tt«I#J^ffl. jOURAfeftftfttttt 

7X¥^o.o4gco.i3mg^g/^o swtt^a^ffl (lAit) fDKamg 
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97194247.1 ^ ft Bg $ £18/35* 



ft ® 7 0r ^, -5&*&3I*f ®tm tfc, *l|g±&#&£I$ 0.13 mg/kg/ 
^ft YM-262 WMcg*Jtt**J 13%, 

5 f^24^^t^j : ?, &&7k&mmmm&}&M (^20^) ^74 

&g0.04mg/kg/^J*ft YM-262M;ft28^ (M3£l7%)-, 
&3£flJ 4 ^^t^^M^E^o m% 0.13 mg/kg/^J*ffj YM 

-262 ^l^£M£Wl$Iffi^45^, ^mm^tk#^ 



W 0.13 mg/kg/^J*ft YM-262 & 
^S32^pT5liS^W^^t21^. MJ., &£WlttftJB^rj£ 

to* mm*, ftjftw*. a^»fijgft 0.5-75 
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97194247. 1 # ^19/35^ 

mmmmmm* m* mmm> mm* are, m 
m* m«t> wins mm* mmmm. mmm, w&umia& 

mfc&&®m&ui : mm: mm^mmm (^0.5-20 
%) ttR&mm®mMMM&ft®mfc* , vm&mm* mm 
&®m* -emu &z.s. luftft/mttoft&ft. 

mm* ^R^m.%mi-ummmmnm\-'nm.. 

"CREMOPHOREL" ) 3R#*J|&4», «IBJR#*#«+«#«^tK?L 
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tttt 1-10 ffi&'H^5$#o 

^SttttW (in l: l tiSfttt) if^toJMte-. 

^*$P DeVilbiss I5W?S (DeVilbiss Co., Somerset, Pa.) ^^$P±^ 

JEtft? #!|$PJE Remingtong' s Pharmaceutical Sciences (1980) o 
V> %?7;frfe 

^> &tt4fcttft±&*5 (GVHD) > OTEMt&tf&J& «WMWftlW 



97194247. 1 



1ft 



m in 



$ I&21/35E 









fflftM (Addison) ffi 








Ml 


***** \4 P3 










MHR (IS) 


v& 














^&tt£EflOfef£ (SLE) 


















ffFflS 
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97194247.1 $ Jfl 45 &22/35# 



# !^ 



fcfcffjRtmiKflEfcfc (SLE) it. ^nJRtfMttitttMc (IV) 



»«tt?W*«;3&« 1-25 m^g«##«/B WISH rt. ft^KAit 

ifc^ftaERTffl^jrijfti^afif^** cgvhd) , &T$&m+, & 

tn±jm. »H»l*tt»*i-25mg^kg*##M/a, *w 

tii*»it#jTafi^ #ttiw#/Taffi. 
fi»fiffi±tfrH^ft«iiwK4Wn35fjaMA^ fk506> m«** m 
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97194247.1 $ JB ^ ^23/35^ 



# ^ *-+ 



%mm£*mft'®m®jtm, %mmm&&m gvhd m& 

*#lW«£+8l£;*fiJ^OT»tt 20-100% o 

muwzj&m id MftiM + *?fttt#p«i»Hf ri H^^i5 . him 

(a) a irjewsms c ( •jwmw ) , 

(b) FK506, jw**f tem&&mMx 

(c) «6-[ (l-^S-4-^S-lH-«-5-S) 
ft] 1H- 
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97194247.1 a. % JS ^ ^24/35^ 



(d) ?&*ti*, 

<r) ffft**, *M^rtil^»J^J ; 

(f) *Mfc, *6- (1. 3-rM-4-^-6-^M-7-¥ 

(g) ftftflilHIIAjRjR.- fcSAWdttlUtfett. 

so-so: i ^s*tt?Bfflrto ^^iHft^ftiabiiFAm a, 

s^fiju^^w^Bt, wittifcfltrt (ip) ji£#j&&3^i§, wl 
&}±-wtio wammmww&iktiik&i&tik. shfa^, spar 

j*AWJfy*«iP^ 0.1-15 mg^cg/^rt^tt;, 
£ ^TRffiftmm ( 150 mg) *b9ff Att ( 100 mg) ^ 10 ml 
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97194247. 1 jft m ^ %25/35gr 

tinAB^ (so mi), imm&f*®, mi&j±m>fc$kT$ij t *®, 

£iz.ii/5&££A. 90 m g (70%) t^iAmi 

SB (YM-262), m.p.: Ill — 113°Co 

IR (KBr): 3431.8, 2974.6, 1375.5, 1743.8, 1159.4, 1022.4 cm' 1 . l H 
NMR (CDC1 3 ): 5.08 (1H, s, 14-CH), 4.67 (2H, s, 19-CH2), 3.82 (1H, d, 
11-CH), 3.50 (1H, d, 12-CH), 3.43 (1H, d, 7-CH), 2.75 (5H, m, CH2CH2, 5- 
CH), 2.30 (1H, d-m, 15-CH), 2.15 (2H, m, 6-CH 8 , 2-CH a ), 1.88 (2H, m, 2- 
CH b , 6-CHbB), 1.55 (1H, m, l-CH b ), 1.20 (1H, m, 1-CH 2 ), 1.05 (3H, s, 20- 
CH3), 0.95 (3H, d, 16-CH 3 ), 0.83 (3H, d, 17-CH 3 ) ppmo MS (m/z): 461 
(M+l). 



i^iasaasi^ (%?g> (ym-2?3) 

^Vl^M9lfira (20 mg) (JS¥«) ftSTOS (5.3 mg) 
£ 20 ml **ttJMft*. 1 *Ht. *NMrF> # 

|lj24mg (96%) 

IR (KBr): 3391,2937.96, 1745.80, 1562.9, 1411.67, 1159, 1066.57, 
1024.57 cm" 1 . 'H NMR (D 6 -DMSO, ppm): 5.00 (1H, s, 14-CH), 4.85 (2H, 
d, 19-CH2), 3.95 (1H, d, 11-CH), 3.70 (1H, d, 12-CH), 3.55 (1H, d, 7-CH), 
3.30 (6H, s, 3CH 2 0), 2.65 (1H, m, 5H), 2.45 (2H, m, CH2), 2.20 (3H, m, 
CH 2 , 15-CH), 1.90 (4H, m, 6-CH 2 , 2-CH2), 1.34 (2H, br, 1-CH2), 0.95 (3H, 
s, 20-CH3), 0.88 (3H, d, 16-CH3), 0.75 (3H, d, 17-CH 3 )o 

m&mmmwm®& (ym-274) 
%wmftm$L#®m (20 mg ) ^mmm (3.65 mg ) a 20 mi 
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4 



(95%) 

IR (KBr) : 3431.8,2975.56,1743.87,1577.97,1419.79,1163.22, 
1022.40 cm" 1 , 'HNMR (D 6 -DMSO, ppm) : 5.00 (1H, s, 14-CH), 4.85 (2H, 
d, 19-CH2), 3.95 (1H, d, 1 1-CH), 3.70 (IH, d, 12-CH), 3.55 (1H, d, 7-CH), 
2.58 (1H, m, 5H), 2.45 (2H, m, CH2), 2.20 (3H, m, CH2, 15-CH), 1.90 (4H, 
m, 6-CH2, 2-CH2), 1.34 (2H, br, 1-CH2), 0.95 (3H, s, 20-CH3), 0.88 (3H, d, 
16-CH3), 0.75 (3H, d, 17-CH3)o 

mm 4 

ft&ff AMtiamttftttft (YM-276) 



mn£Mft m$n&mm (20 mg ) 5 L-{+ymum (6.3 m g ) & 20 mi 
xmwi'M* wtowm, ^j25m g 

(95%) efi»3f£. 

IR (KBr) : 3431.8,2934.0,1743.9,1560.6,1399.9,1147.6,1018.6 
cm' 1 , 'HNMR (D 6 -DMSO,ppm) : 5.00 (1H, s, 14-CH), 4.85 (2H, d, 19- 
CH 2 ), 3.95 (1H, d, 11-CH), 3.78 (1H, d, 12-CH), 3.55 (1H, d, 7-CH), 3.50 
(6H, br, 2NH 3 ), 3.15 (1H, m, -CH), 2.70 (1H, m, 5H), 2.65 (1H, m, CH 2 ), 
2.4 (2H, m, CH 2 ), 2.20 (3H, m, CH 2 , 15-CH), 1.90 (4H, m, 6-CH 2 , 2-CH 2 ), 
1.40 (6H, m, CH 2 CH 2 CH 2 ), 1.34 (2H, br, 1-CH 2 ), 0.95 (3H, s, 20-CH 3 ), 0.88 
(3H, d, 16-CH 3 ), 0.75 (3H, d, 17-CH 3 ). 



£ 100 mi mmm+WLA \ eq.ti*&tf awr* 2 eq .ft n, n- 
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*, #in A^zk CH 2 C1 2 <£P 2 0 5 ±^'M) , ^^A^*6«I DMAP 

u-~f?m#n.mmo mit^mm^TK ch 2 ci 2 <^p 2 o 5 ^t§) *, 

$is£#r#$§^*;tinA 1 eq. ¥a^Z^i|»Mo ±%m£®M, # 

W^0I^^14- (3-(N, N-Zl¥g&g)H&li) 

£ 100 ml ®/&&flW$A 1 eq.ftm&jf *l8i*n& 2 eq.ft N, N- 

#*nA^7KCH 2 Cl 2 (£ P 2 0 5 ±^) , ^^OAflttlltfJ DMAP 

IE 100 ml BJ&ftJK'ttttA 1 eq.ftff £ft Att. 2 eq.M 4-«l»fli 
HUT, ftjgftl A 2 eq.fltj DCC DMAP, ftMTWWff 



97194247.1 . ft Jfl $ f&28/353l 



9 



«*fc^A$hMfctoT«HT: « 1 eq.W Aft, 3 eq. 

ft N, N-— fgtffC^ 3.3 eq.ft DCC fP 0.16 eq.ft DMAP ft^EzK 
CH 2 C1 2 *£&, «5JgiPW±$it«a^3I. 

w^mtomz 2-m 14 n, n--«-w«»w#m 

ffi#ff&ff AttftfiMttS D 2 0 3 mg/ml, 

^ISTHI. ftK 3. 5s 15> 45> 90#U80:$Ht; K 7^ 14^; 
\AR U 2, 3 ft 5 >MI ftfilil »H NMR ^Wi***. ft^H^ 4 s NMR 

b> aaa±iai£tt 

^J#^^25mg/mIfttJm^0rtS§^a®@i (YM-262, 
DMSO Jftft, ®JS® 0.1 ml ttttftl? 0.5 ml ttftfrtt 
ft37'CT$SWo ft K 3> 5> 15> 45#l+ft 18 <httJk1*KM*9l#. 
#%mm&® (TLC) Sfcfiffltfr. TLC $feft 1: 5 CH 2 C1 2 /Et20 +^ 

*F. JITF^, ftMKtt&MK. tfftSJtfWF&S. ft A ftp 
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97194247.1 ^ ft JH 45 Sl29/35# 



# ^4 



(Rf##J*J 0.60 IP 045) 

& (^=0.60) c ^E45^#^, m&mftm&&ffiik, jfuR&m&Rf 



C3WHeN Mmmmm, mismWm^m (0' Gara,1990; 
Mishell, 1980) Wife IL~1 ^ PHA ftf^ffi, £f]]NttMMl JS&tfJitli. 
5ia©Az:«^^5E3--6^fi«JC3H/HcN*tlR ( (Simonson 
Laboratory, Gilroy, CA) . MTflW, ^PttM^IWfiiR^. 

Hank (HBSS, Gibco) +tt£4gfls, &Jg^ 

15lC£-200XgTfc'&10$W. &HBSS*&&, MMFMJMiU 
trflffi£RPMH640«#m+, ««NHL«S0liM2-9ESZ.ff. 2 
mM^®fc&> lmMiim 4&ttUm* 100U/mlW^. 100 

^m^inei!^ 96 iwmmfeftiMmfflLt. mi ex io 5 ^ 

Mt #51* 100ul. W^?L25ul^E»^iqASmAlL-lP (R&D 
Systems #201-LB) ftttttJliL$<)t£ft P (PHA, Pharmacia) , &fcin 
tt*&8U£#8Jifcl!l 0.08 ng/ml *P 10 u g/ml, DMSO (10 

mg/ml) ft^&Jfftf^fflft. ^25^im# n n n JpM«L4', 

(u&sr#^cttfl<ift«Kk^^K. *htpha&il-i tommmftztm. 

#?LW6#«*l50yl. 
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Jg lSfrtttti.&&ft*toA50toftQ&0.5» Ci( 3 H)-l«(Amersham, 
49Ci/mmol) £Kj*g#*<, ftjgi|&UHft#iHR. *££l^£6Xl0 5 *fflB& 
(cpm) 

ft WTStftth* IL- 1 fiHt»«I#J IC 50 (r*£ 50% 
(l-#f n cpm/(IL-H-PHA^cpm)) X 100 

8f*je,.bftl. 

jg^gjgjgjgg (MLR) Wfe 

&&w%*, &®mmm cr) &Mttt C57BL/6 n,±mmm 

mm, WMftVOMm (S) £M>6-8fl&fl«J«|&Balb/C H (Jackson, Bar 
harbor, Maine) ±ft3IJMlIfiU ^W»R+»T#. #fl0ttE3Mpelri 
fi 10 ml * HBSS * o ftj&ttJfcW*, 2 4^E**S#tt*» 
^iiH. ^^3ljl5cflB*P«I (Nytex,Tetco#HD-3-85) ft&iftM 
15 ml Hft^M*»l>f * , Beckman GPR lliWfr 
#1 (GH-3.7 Rotor) 4^ 200Xg T&'fr 10 &HBSS I'tfcSfc. 

*KJg«F#aMif*»?£RPMI 1640#llE36 (Gibco) 
*S50uM2-3fcgZ,ffiU 2mM#Rl8c, 100 U/ml WHf^ lOOug/ml 

itttiA (s) wMfrmg%mm (r) ioxio 6 M/mi, 

ffcfaffl&f&MtiL (Cesium Irradiator) (Department of Radiation Oncology, 
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97194247.1 $ Bfl ^ &31/35K 



• % 



Stanford University, CA) ^ 20cGy Hit, VMW$£fe* £J83tft*fflfl& 

(r) > imttmmwmm cs X ) mma^jk^mm (rx) ip 

##M4X10 6 *M/ml. 

4X 10 5 ^ R flttff 4X 10 s -f Sx Mo ^EMh^jbR A 50 fltfhg. 

a«ift+«ffiji^xtj», fiM*r^flr#inM <rx> &»pmw a& 

£iii*Rfflg&W)K. 

ft^ 18 /Ntf4>. fflft 20u 1 $#£if ft 1 u Ci ( 3 H) -« (Amersham, 
49Ci/mmol) **iB£fflfl&o &£ttiUlBltf*HR. ttX^^ 

AWftifeft) **#flW«HWSItt. ftAcprnGl (R+Sx+#&) cpm 
- (R+Rx+#p n a) cpm^ii"^} 3?t ffl, cpm 1^ (R+Sx) cpm— (R+ 
Rx) cpm&Ttgo MLRfe&ffySftmM (l-#n D 0 cpm/*fJ8 cpm) 
XlOO^it^o IC»M**#ift«IiW»ttWW^flIlW*1«€. 0f#^m 
J&±3tII, 



13 

ilft&^MOJfc^tt^W MTT (3-[4,5-~ mWm&r2-8k 
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97194247. 1 $ # &32/35K 



0 . 



W** formazane, Attll^mftnflfilpiR9m»2WllA<tt 
$i&ii3&& (Mossmann, 1983) . 

4IB«*ttA PBMC ftllAAAA**1ttHA«tt. A* 5 mg/ml 
M MTT (Sigma) 'ttftJMtt&*ffftt, £pH7.4, #3E4'CT*£#^ 

HBt^ho PBMC AAAAAffi4ft^ti*ma&¥& 96 7LA0U* 

ccostar) ^te^tftttmrnttTrnft, mmmm cx-ssm 

IL-1+PHA) JS^fiflWHRWtt. Ulfflf#lI*^im#S.ftI9<] 
A AflsfcxtA. £ iSW 21 <hntJ@. aE«L+ JqA 25 u 1 ft mtt 

«aw«^ 3 <h#jg, ms« io«+r awmw**. o.oin 

W*»BM!r±«lft. IE 37'CTji^WWit^ formazane f H #^, ft 
«i»th*^ 570-650 nmiilgM. ffllUT«^»«#tt: 



K*tt = (l-#p a pOD/^OD) X100 



HJ*L±^ 1 10 Ho 

3teAW 14 

' AIMSlfclSfft (OnofllLindsey, 1969) $*rA'f>#&f*tt. /Bjft 
Bttgfft (40mg/kg) JftK^ft ($S*fe Norway R, 200-255 g, Charles 
River, Wilmington, MA) fO^ft ( Att Lewis J&U, 225-275 g, Charles 
River, Wilmington, MA) . fflff*^tt^#tt:«lJftL, AJgATAflEA 
fitt. #T 4'CTfi^^ PhysioSol Irrigation Abbot Laboratories, N. 
Chicago, IL) 3Attft±5S(>tt*DW3iII*. AJgAtL&MMUMftft. 
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97194247.1 A ift Jfl ^ 



# ^4 



<EMon,Inc.,Somerville,NJ) ^#^lff±^j|*^J|$^|f:^iJ 
^5t#«is#iB[jfe^j9c5pjTJe#*pjj^. A¥±M*MtttflUl, jfiL 

Mto J^WH>Jttlltt4Crfl!iM««ulLRtrq^45im. &&&& 

(5%Z1@|, lOml/kg) , (ii) YM-273, ^J*^J 0.10 mg/kg 
$ 0.40 mg/kg( m 5A) ; (iii) YM-274, flj£* 0.084 mg/kg ft 0.33mg/kg 
(BB5B) ; ft (iV) T10 (ff^VAII) , 0.25mg/kg (®6) Mo 

M^h® JifW 0.40 IP 0.33 mg/kg fid YM-273 ft YM-274, Wtt'Sff] 

IMt#*H*±W. £*JE,ffi5A-5B;fa6. 



£1M 15 



l^Iilffiiail (YM-262) flIWMttBDFl *£W 

mures**. iPftw&4a^ffl«i*«[ttA5iiirtt o-4, 7-11,44 

-18x 21-25fQ28-32?cH>f£l§, 

MM 1.0 mg/ml Wife*flHW«[+lW45— »c YM-262 ^ffffift, 
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97194247. 1 ^ - 

4 e CT. ttffl 1 ml 3E»-*tt«*«it»«l 25 A 26 P&ft 

# , JI A ( IP ) ft 1 * AO 0.04 

f£ 0.13 mg/kg/^#J YM-262o BtfBJSft 1 0.1 ml/lOg 
4»32^llt*JE#»»fi4'tt5-6Rll. 

m, mBffife^fem^mmm <s.b.) , ^ 7. 

5&*ft^JHlJMBI£, 0.1 mg/kg/^ YM-262 Mil* *T 

a*SI+^glS (13%) 69^11fli 

EfrflaMftMrt 5 RMItW^Tr^ttf^ffl. * YM-262 &g 

-262 ^bSc ^#»4»^ff W*-HIIM*tt^JB*»S-^#. 

CS.E.) o 24 ^Jgj^Ttt 

To g£ 0.03 mg/kg/^ftJMft YM-262 fti&37 28 S6JB17H. {1 
A, ft5t 0.1 mg^kg/^Jl:fl«l YM-262 Wfi, ^WUSftM^WWHt 
®% 45 ^, ^XMRfcWfctff toT 88%. 

£1 0.1 mg/kg/^J*tfj YM-262 i£*T&3I 32 

is»jr*±jg4w*w*X2i^. mil, m&i$mmmm, 
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